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filed together with the international application in computer readable form. 
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1 . Statement 

Novelty (N) Claims 1-14 YES 

Claims NO 

Inventive step (IS) Claims YES 

Claims 1-14 NO 

Industrial applicability (IA) Claims 1-14 YES 

Claims NO 



2. Citations and explanations 

Claims 1-10 

Document 1: Gately S. et al., "Human prostate carcinoma cells express and somatic activity that 
converts human plasminogen to the angiogenesis inhibitor, angiostatin," Cancer Res. Vol. 56, 
No. 21, 1996, p. 4887-4890. 

Document 2: Soff GA, et al., "Expression of plasminogen activator inhibitor type 1 by human 
prostate carcinoma cells inhibits primary tumor growth, tumor-associated angiogenesis, and 
metastasis to lung and liver in an athymic mouse model," J. Clin. Invest., Vol. 96, No. 6, 1995, p. 
2593-2600. 

Document 1 states that there is an enzyme (PACE) that acts to convert plasminogen to 
angiotensin in the culture supernatant of human prostate cancer cells (PC-3), and it also states 
that this angiotensin is a protease enzyme fragment containing plasminogen Kringle regions 1-4 
and that it inhibits angiogenesis and metastasis of cancer cells. 

It was well-known at the time of filing of this application that that the metastasis and growth of 
cancer is promoted when plasminogen is converted to plasmin by plasminogen activator. 
Document 1 states that a plasminogen fragment that inhibits cancer angiogenesis and contains 
Kringle regions 1-4 is produced in the supernatant of PC-3 cell cultures, and document 2 states 
that the plasminogen activator inhibitor PAI, which is effective in suppressing metastasis and 
angiogenesis of cancer cells, is present in the supernatant of PC-3 cell cultures. Therefore, in 
light of the inventions described in documents 1 and 2 and the aforementioned well-known 
information, persons skilled in the art can predict that it is extremely probable that another, 
previously unknown plasminogen fragment or plasminogen activator that has the effect of 
controlling cancer will be produced by PC-3 cells. 

Therefore, in order to obtain novel factors that suppress the metastasis of cancer, persons skilled 
in the art can easily conceive of obtaining a factor that has activity similar to that of the cancer 
suppressing factors described in documents 1 and 2 from the culture supernatant of PC-3 cells, 
which are already known to produce factors that suppress the growth and metastasis of cancer. 
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(57) Abstract 

An aspartic acid enzyme having a high homology with a cathepsin D precursor, which is a protein starting at the N-terminal amino 
acid residue with LVRIPLHKFT and showing a molecular weight of about 45 kDa in non-reductive SDS electrophoresis and can degrade 
plasma proteins typified by plasminogen molecular species to give a plasma protein fragment having an effect of inhibiting cancer 
metastasis; the plasma protein fragment having an effect of inhibiting cancer metastasis which is prepared via the degradation with the above 
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^ E (catheps in E) ffi PttdSffi V ^ S "C fc S - ^ * s ^ W * 

ft50 ^60kD. H^mmmtl S D S - P A 

GEia a«wf sie**:ia 4 u/t 0 m<» £ ? \^*m 4 5 k d a una ys-r *<fc 

fee 

^^yA(lMM), EDTA(1 0mM)tfc5 o B^S*L* * 5 
WKf?^ S-<f^**iKM-*o B**B]A(-A)W: Gately b^bfc 
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moffisizzz y°y*^; -?y<D®wti®&7P Ltz a -fy^x; a (y° 
y^>i~4^), BU-^^sy-y^SWRtfcu 

AliF-74, B»P-4 5 2*LtC»A-7 00tifeofc, 

2&%(Dy°n ]} isffli&TFs U51L-PJ £SbB1-5) £#J»rU /S>oN*y$ 
7 3#g<?5P>f 7 4#g<7):7:^^T7-:'PBl(£n : \ T7 3L-FJ £ 

itfb^tbfc^atiN^/OW 8 Ly s«Hy s^^^-^Wtt" 

%<DN3&SiT ^ 7 8 L y s T'fo5^tfe5 0 

7 0 0il7^yf»1)WL, 5 >roffittSr^$^5 ^ ^ s tf 5. 

W7^77 2 7°7^5Wytt7- (J^T> o2-PI) Offffl»Sli 5 wn 
-ft$nS* s , rOi®S^*3V^ % ^ 'J y ^tt7°7 ^ 5 > ^ a 2 - P I t 
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^L/Co (A) ;-MPACE4-eirJi-{l:Lfc^SDS-PA 
(B) ^111^^(7)^7^^ ^14«:»l3tLfet>W-e*>5o 

^M£*^8£§^p n c&S DS-PAGEII £5©m^®]£?Tofct&, GVDF 
Z*i*:ti4 5 k D a titHS-rS^^ KSfl^fcEJ 9 ffl U T 5 7 ^IQ^'J^W^g^ 
LVRI PLHKFHfcofc, ^kfrlfcT 5 / HE?lJ£gE#0>T 5 7 1^-^ 
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mm+ZMn***^^*^^-***^ ^ ina « (PERKIN 

ELMER *±)£fflV^*I^ TA cloning kit (Invitrogen tt) SMSffl U#i>g Lfe c 

-eztzo u>»u PACE4$:*f^>Di*^SLfci^ ««-e 

So 

P A C E 4 T*ti1»r LfcS&BrJt(OiH8!ljfe 
^**,_^fcPACE4*-j£«te-eft6U P H4. OO^TtS 

Stftt, a****"*. 7-f^p*f ^y^iawiMHru ****** 
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PACE4g)fWfe 

m 

*S«(LL/2 Jm^^0f^^#^(z:^5^-cfiW 

g /ee/ (3 -e-^ ? ^miei^^-^ log ras-^- Ufc 0 

^m^^Mftj'J^^^-^tiWSa^'/R'J^ U *J-RB8¥ t tbtfe Lfc (Mann 
15 Whetney Utfc^) 0 ^it^WJK^W^. #!8l!¥0*5|£ig5e*£«j5#rtS 6 . 3 

± o. 2 g (n=6)t*)5©i^Lt, * y— y^m^^m^m^mm 

ffiffim* 2 . 1 ± 0 . 8 g ( n = 6 ) -C*> t) , ^7^5/ — y l/mR&ISL^Z- «t 9 *5 

BifilcDMfii^o. 4 4 + 0. 2 8 g (n = 6)T"fc50(^LT, Zf^^K J—>f 
20 ^irr>tS^»j]it)aft«0. 2 3 ± 0. 0 8 g (n=6)XfoV. -f^T^^J—V^ 

tfrtf&^^Wic^ LL/2 coHf|i^it^(^it5ii^WJ-r5 n t mm bfrti 0 

<Dmm&WtKfc'tZ'7' s 7* ^ y ~~ y>&rR& O'Reilly b©itUfc7V^ 
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2. p a c e 4 *&®mmmmMwmm t l xm^-r % 
mmLtcP ace 4 & w-<D^mmmm)i&zmfe'rz>&t t-m, 

5 ^(Sci d)-r**£fflV^^£te/flLfc 0 -f&fr^ Sc i d -r^^gfcS 

(ommwkzttiz-to. ^wamMi 200 

10 ^bi^m^sm^i, PACE4»iiMsm si^^s, 

B^WS-T^ ? * fcAP^J L * BM&ZWfe L , fctHBS* t VcMt Lit (Mann 
15 Whetney U&£) „ > - £ JCfCM 1 2 0 0 m g J^±$ (12* 

w ommft*.fofox°\m-r z> t^szttt. < 1 1> p h 5 . 0 ^ v ^ 5 fg p h 
fc^o Briozzo *mmw(Dmm bmmm^ttmzftZT xs<y¥ymmm 

25 14 3 (Briozzo P. Cancer Res., vol. 48, 

p. 3688 - 3692 (1988) )„ COr^fi, mW^T ^y^ym^TT-^mm 
tnpH5. 5J^T© P H WSfS: ^f^©T'fc5o 
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^fcf* H-ATPase (Baron R. J. Cell Biol., vol. 101, p. 2210-2222 

(1995)), tt<iiS»ty ^v* s 7>{ vm(Di/T/i<m^m:tfmto-tz> r 

t tt i WJ^'V (van Beek W. P. Cancer Res., vol. 33, p. 2913 — 2922 (1973)), 
fflB&m-V<D&t&{®~>Z>m&it (Carrel A. b> J. Exp. Med., vol. 144, p. 503- 
5 521 (1976){d®Hi--5^^^%X.bix5o ^<7)^H*^«*S^^SC0^m 

£ttt£^b^ p i£nT^5 (Spechler S. J. Arch. Int. Med., . 
vol. 138, p. 1663-1664 (1978) ) G *7^>yD t>^Ifi3PJ!<7)Bf §Sf t fct-JBSfe 

10 i*£P¥fc£;tx5!KJISt£^Ei~5o H-ATPase <©^ti «t «3 

^STIitSft^^ftV^&^&B CE (Bovine capillary endothelial) ifc^itfig 
;v||:jS4LfclSf(lmg/k g/HK rttb<o»f>ri-^«SS^it5ii*li*HSIl 

^*s®«> ^tt/c 0 ^mMmmmmm^mm^mm-r^mm^y * $ /—vis 
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T/i^-/i-£i&wcm> $f)i^^^t!i«ii(pH4.o)«u m 
umnmmuc* 1 o o •. 1 <Dm&x%mmm%m-&L, 3 7 °cx-mR jt^^tc 0 

Kli 600 0 rpm(h; -ttSi) "eis^S^ L, * ©±» Srftffl Lfc 0 
5 |i^bl:5 0 mM T r i s / 5 0 mM NaCl (pH7. 2) Bfeif 

#rf£> 0. 4 5 m m©?^^- (Mi lex HA: S !J #7lil) T'lM, ^UV. 
p— ^. (Hi-trap Heparin : 7 v-TttlSD 5 m 1 |Ij;otI6M 

4. M#«<P<7>PACE4<7)7i;£ 
IIfAf4 1 ©PACE4©ffitttt 1 PC-3Jgf±?|^PACE4ffiM 

15 PACE4ttIEM)lST^^»^^ttS$^5r ( Jr^^< > fcSS© 

*5#Wfl&-e^fit:i*feI±i ^ixS ^^4#i»T?*>S d ^s^m $tbfc (@ l o)„ Hi ot> 
X\ (A) USDS-PAGE, (B) vm.??* 5 7 £^ 

^^oyK (c) (iPACE4^pt^iJir*ic:R/S$itfc^SDS-P 

AGE, (D) «^^^^^*H.S^I<t*^SfS^-a:«WSDS-PAGE 
20 £vTct 0 P LG}i^5^5 ;-tfy(ttm). NKLF(i¥W», HU 

v e c }±ita.wrt>s«, p c - 3 temiLmmmm, h e P g 2 mmmm. c o 

L ONilMW, MC F 7 LL/2 ^ ?*IrfiSM<7>0iJ^£ 

s*i"5 0 p ace 4m\±niEnmmx^m^hti-r, assure 
mii&x*±miz.M!££ftx\t^z>^tf)mmLti 0 M»ttPACE4^^ 

A C E 4 @t£te®«> <b*v£/J»o tzo 

* -5 < LTV ^„ ffil^t^lillttiW P A C E 4 7£t4£ 

pace4*? y-^^sfcwsiss-^ -tofiHtfiSrai^Lysio 
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(D^&mmig&fcO. 73±0.6uni t (n = 3 0)-C&<9, #t3t A^> O . O 2 

±0. lun i t (n = 6)^kmLx&mzmmx*&z^b7!)mwLti 0 

LT\ ^^$aS«flllC*3V^T^f3£©*#T, tf'Jx.«*6 5°C|IT9 6 

5 Lt^P A C E 4 ^ fctt^^iiaotii^ixStiii^ 

*1M^P^<7) P A C E 4 * fete P A C E 4 id £ o T« £ *b5 ihlilS & EUrJf 
;ttf— J&KjjfcA— A^fcfl 3 0-1 5 0mgg^Srl~2|iU^tfrS-^--r5w 

^^^xmrn^^mmmmmmi^^mm^mm^m^^^t^^t 

v^^m^^xmM-t^-^mmM^&u^^^^^m[:m.mmi^^ r> ^<d^ 
■*mm\<Dfo.fkm e »f >w bB* fc « us s£«g e »f jwtusii ^ £ o tusk $ 

5 HJ^«^<z>Rl^f&JSft^Jffl $n#s„ 
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&<Dm&i&ffitofcW}M1rZ>Zb& O'Reilly £>a»fc:£;h/t^3 
(O'Reilly Nat. Med, vol. 2, p. 689-692 (1996))„ tiD.*g$i&.V&gfflfc «t 5 

bRg]®05*¥9t#©t LTffii StbT^SflS, PACE 4<7)fi®#^<D#At>-£> 

(ft) ^ttW P H fc&fcftfc£ftP^tefftfl-£l\ ^(Dimn PACE 

y p * ? ^ ^ fe 5 v Mix h 7 * * V Sr^JWr LiMf £f & Sifr?: 

PC-3ttl 0%?iWlft!£lfo?t(FCS)£^ipRPM 1-16 4 0 i#flH ( 0 
RPMI-1 6 40(^ rMjja^^J fcfflfcU l~2BF^i#*^, 
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Z(Dmm±.m%\*V&l<. J£'iM3 0 0 0 r p mX 2 0^), itSiiCO. 4 5 jum 
Milex HA:^ V *XTf±§5D#LJS Ucfc©Srfi^I«t Lfco 

8*3f0iliK<E>£H4tt, Gately <btf>#ifeW£l/ \ BMtiSCift £ 7" 7 * 5 7 £ 
M»SDS-P AGE KLBS I #L#£ffll\fc 

1 K>J£*i-htff 1 0 OjuK 1 m g/m 1 <Z)7°^ ^ ? J — ? >f&m 100/i 
U R^ipHgf^l : 1 : 2 (DfiJ-g-T^ U 3 7^^^-^ 
a >- U @f*?&tt&ll»J 2 l£fa«<Z>;£feT*flfeSSLfc 0 ifegk&m 1 t^Lfco 121 

t?w e>a»/«e ± p p h 5 . o srifttd7 B 7 * ^ y — y ^<Dmfr<tm$:^m%ft h 

ntl 0 &PP(-»m Gately Lfc P A C E ft *©^7 ^ ^ - ^ ^^1: 

SDS-PAGE^IL, S?£W£V\ seSr'C^-K'n^JBI (O^Tlil) 
Kliga^Lfco ^frUd^-^JJifc: h^7^^-y> Lysine Binding Site I tit 

p s> h^Tofc^m^Hl 1 1 ^Lfc 0 121(7) J; o t^*3l7C^<7>^c«b-C 3 
K/^S&£>k*K :O^4 0, 4 3 kDaW/^ra!7t^t b7°7^^/" 
y^Lysine Binding Site I tfCffc^ 3 5 k D a <7V^ Rl^t^t 

^ y-y^-T 0 ^*^ y ^ttm^^ft^tcRfc^tzo m^p, U) « 

^i5fef!l5 ( p H 4 . 0 ^ft©^K) 

mm*3 (D&i*^? * ^ ; ~?^%m)iikLti$ifc& i 2. 5%sds-p 

0 x 4 3 k D a (7V^ Kir 3 5 k D a ttifitfV^ KSr^tt-^tt^ «9 ffl Lfc 0 
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y K£oVvC\ /^N5fc##f4$(Bio Applied liD^iotW^ 
7S/Ba»g&#«>fco 1I^S6fWN*}g7^^Sii4 0, 4 3 kD 
a<Ds<y bit 7 9 L e ul?fc9, 3 5 k Da \Zfii%-fZ>tilft\Z4 8 0 P r otfo 

ofeo P H4. o^^Blr^ixS^Kf^tt-t^^ft^b^ y ^Vn~4£ 

5 ^tf»f>l"C*>Sr^^«l^^tufco #l#r)f£J^T PAN 4 (PACE derived 

Angiostatin p H 4 . 0 ) t B&fr>i~-5 0 
^J&ffiJ 6 (#®JS*WHaw P A C E 4 £>j££) 

liM i <r> p c - 3 ottfc t) 1 Mitf ite, t h$? 

^^^MlillW^^fla, tFMfi(HepG2), -^£*W*§UMS(LL/ 

fe„ p c - 3 mmtmuKcommmz. <*> mmwKimmmm bMc 0 

PACE4©^^ y-->^7£C0M^Srl2l2(^Lfc o Sfainlftt LTfcU- 
(l) i£|s!<7)M 

20 7 5 0m1^0.1MU ^m/^^ymBMMKp H3.0)C200^ l©W(ig 

#±?f *fctt»«ifpram^) ^OX., 2 g/m 1 W^7^ 5 / 

-&fc 0 SJ^W, 2 0 U/m 1 T^n^^ 1 %B S A$r£tf JJ 
%$?U ^ftfcEL I S A 0)^%% t L fc D 
25 (2) E L I S A<Z>8fef£ 

y ^|gW^b^5^#Wi-^lt h L B S I 2 0 /z g/m 1 fcfc 

5i?MU r*L&9 6 ?3i/W>f ^P*>f :7V— h(IMMUN0 MODULE 

maxisorp F8, %>9#38b \zli v^^htcV i o o a* rf ogsjtoi u 4t-e-ft 
$@ L fc 0 # ? ^ -t 9 ±te#cf£« w *P*>r*-:7V- h ?5fc8M$ (diatech 
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*fc®i, ULTRA WASH II) U PBS Xffifr LfcJK 1 %T/^ 5 ^ 

(Albumin Fraction V, Bovine, ^-ft^XlgftM) 3 0 0 u VtfchU U 

4 t-e-Bfeifcff L/Co T/l^ 5 ^«£B£§ll&5fc U fluffilf «T* 3 Ulifefr L»J 

5 5 %<£> Tween 20 £r£tr ^ ^BfefSiKJS ( P H 7 . 2 ) t« Lfc^?&( 2 O n g HRP 

conjugate/ml) SrSpii Lfc 0 Sfl^ffl ^^^{-±fBO^il?» LfclW £ 1 ^ 

sufrti<9 i o o mi AH* 3 ytfiWfLgje^tfco #^3L/nfJos*£: 

*i£2r®5IB£*U O. O 5%<D Tween 20 ^ttfPBS (pH 7. 2 ) T? 4 0868^ 
^/ut^r i/^^Tll Lfcftm P 1 g . 10 0// lAti, 3 7°C1? 

10 3 0#fliMfc|gLKJ££iirfco #?^/W>KJ£:i£$r8R5ll&*U 0.0 5%© 

Tween 20 ^"atf V l/W&W&iWL ( p H 7 . 2)T4[Il»f£, M(OPD/H 2 0 2 ) 
IOO/jIH^H^JI 2 O^PI^jfefcT^SfeHLfc:^, 2Nfiftfife«r 

#r>^/l^i- 10 0// lToAnx.KJft&^-ltU "7°^ h y — (WAK0 Molecular 

Devices, THRM0 max microplate reader) T? 4 9 0 n mCO^^^SrS'J^ Lfc e 

15 (ELIS ACDife^:) 

p c - 3 mm±ffin^^&*mmm<7>mmmj£m^mi£ Ltz^^m 1 2 ic 

Tj^Lfco Hi 2«7)_h[HS^LtiStt{c:7 0 T^^ 7— ^SrfflVfct^ m^LttLy 

s ^ y — yySrffl^fcfcrotfcSo pc- 3^#±?t •t j ©7°^^ ^ y— y 

20 t>TLy s/7^?7- y^^^-SB*^Wr$nSfIlRl^«>?>H^:^ x 1 O 

dS^JMLfco Si 2<DTBI«7 P 7^5 y-y^jd^BrSHTi^^&ffi^isMHj 
El Sr/flwc^Lfc: #>5„ 

J^±©f£JiU:£ P A C E 4 tt— RX-Zf^X* ;-V>n$:®WLtz.&, ? V > 

l y s^^^y-^yi o n g%i<£miz.ftm-tz>mmA& 1 m&b Lxizm 
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fyy*—* ^Vl4ti§&DW Kn*WV?*>r Y<D&m?v-? h?7 7-(—% 

5 I»| 1 <D%&-e&btl1t&%ffii& 5L^5 0mM Tris (pH7.4)f 

2<f£(C^fR&, 5 0 mM Tris/ 50mMNaCl(pH7.4) %MMX¥-fflit L 
7c CM-Sepharose 6B(0 5 X 1 50mm, ^T^^^TthUD^iiffiL, $ kic 
WMWiWXW-WitL-tc^^V ^-Sepharose 4B(02.5XlOOmm, 

10 rR^l M(Dffi&Ty*=-VJ>>$:toZ.X-m&mLfc&, 4°CT-6, 0 0 0 r pm 

)&>b±m%£b\Z2 5 (i m<7)?LiNf X£^-f3jfc&(AP- 2 5: 7^y|i 
DtlS L, 1 M««T^=H^tf 5 0 mM V p H 

7. 2)-C¥#fbL7i Phenyl-Sepharose Hiperformance (0 2.5 X 1 0 0 mm, 

15 7 7 /^ i/Tti:M) X'&m L , ^IWTt^l , 5 0 mM y yfflgffi&i. ( P H 7 . 

2)-C8g4giB^ttlLfc 0 ^|M0%ifl/y/!Jn-;^tf5 0 

mM y ymmffiW. ( p H 7 . 2 ) T?M Lfc„ 

fet4iH# ( 5 0 mM V >mBMW. ( P H 7 . 2 ) &0 4 0 isy? V => — 

^tHW«fc-C?£tt!)£3lft, ^H^^iaiUJro 1 OmM Tris ««f»c(pH7. 

20 4 ) T'ltf Lfco jg#rf£, 5 0 mM Tri s Hf fffi ( p H 7 . 4 ) t'¥ffb LfcQ- 

Sepharose Hiperformance (01.5X10 0 mm, 77^ v-Tf±M) T'^IL, 
1M Na C 1 £^ii>««T*itg^Mffi Lfc 0 Kfl-*ifi 
KYM-10: T^yfiDtlll, 5 0 mM Tris/ 1 0 0 mM NaCl 
(p H7. 4)|f|fj?$-e¥iHbL/t Sephacryl S-200 (02.5x100cm, 77 

25 Ar? i/T&M) iZ.M?& L^>«^» Lfeo $H-fi 50,000~60,000 

^j£M{c^ffi£;ft£fc 0 — ^£#lxU $ £>i£ Q-Sepharose Hiperformance (0 
1.5X10 0 mm, 77^^Tf±M)C0^ h ^7 7 ^ — ^r±IS©*ft"C 

HiteLTSttB^^P®iLrto #btifcEttiii^(ift^{-2 omMy 

I(pH7. 4)Ti§#f L/ct, l^ltIr$TWffcL/c^>f M0 
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2. 5X1 00mm, s<4 HT7 -y Kf±M) l^MW U 200 mM V ^g&MWM ( P 

H7. 4) aymm^miatm^xmm i-tio iiLfcifiitt^i^M 2~4 

5 kDa (3S7C^){dffi^i-S^^^ h*t L-ClS^btb/Co t»SDS-PAG 
E&EI4 i^Lfco PACE4il^i4 2~4 5 kDa (I^cl: * ^ 

( P A C E 4 (D N*S7 ; / M<^)M*5 ) 

p c - 3 m&±.m ct >9 » LttmmwommnG vDFgw^t-ny, ^ 

y ^Tf±®DH h7^7'n s/ h L7ct><D^T ^ J &tis— (Applied 
Biosystem Model 477A protein sequencer) T^tff L7c Q ^Il^f (7)N^S7 5 
10 y L V R 1 P L H K F TT'fc ^) p thTJ^ 

v 7 " v'^Dfilj IP (Human Cathepsin D precursor) CO^zfht —fit L7c Q 

mmm 9 (^mmm^mm^x^^^ y —v^mftomM) 
^mw^mmiz.xzT'yx* y — yismfr&mmn. l y s^*^ y—y 

15 h /7 7 >r - "C^itS " t Hi o TiS! Lfco 5 0 mM Tris/0. 1 5M N 

a C 1 (p H 8. 0)^ft3|T«^ i:L y s rf^^ * y-f^b^mmm^ 1 

00:1 <z>§»j<g*K:fc5 «t 5 Kss-a- Lit^, 3 7 °c-e 3 mrfi&j&z-&ti 0 Rmmn 

m&n^nUtLtz Lysine Sepharose 4B (010X1 5mm)iClItU, jfc 

20 :7°7* 5 y — yv^fflv>^^co^(7)p^(c:|WbTtt, 3 7t-c— flfeRjfc'$-g\ 
*£f£&U ^ffll^F*-C- 8 0°C-C^Lfc o 

MilSf^ifif^ «t 9 Ltc^ ;* ^ y y >yvn ~ 4 Sr^t?^ 

25 12.5 %<£> s d s 4f y r y y zi'T ^ KTmM^citj u y 

->-MLfclSI^il 3(d^L/c 0 2-y A-;^ h^^y-/^T^SL/c(jl7c 
M)y"7* 5 y — ^VWJti-ol^T, 55kDa£63kDa ^^T-fit-tB^-T 
-5 2*<Ds<> Ftimtbbthtz. 2-y ^^7^° h^*y— /U-CflygLTV^jl 

V^(#it7cM)7°7^^ y— yv»r>i-«a7cM^^-SHffi^-t-5 4 0 k D a £ 4 
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3 k D a \z.-btzZ> 2#(D;<y K^fBtf) £>tifc 0 

5 «#ji i {ftm-^mmzm^tL pace4 <Dm&mmmum) 
i. 

0%FB S£^tfRPM 1-16 4 O/High Glucose igilil (A~ 0 ^MMftM) X\ 

io 3 7 °c, 5 %c o 2 #cftT-e;itf3s Lfc 0 

6iIfifwC5 7B l -7^^«^HKj^J: "9RfAL, ^?F^(S c i d)-^* 
li^^-zuXy^-^J; 9jlf£ALfc 0 #tb#)i:^ 4~5|ZE/>r-v ? irl ii^, 

15 6i|oMI^^|:/K««(LL/2)^l0 6 «, f«T 

i 4~i 7 nm^Lxm&£ft&i$i$(Dffi(m%m^tt^®^L, 
z<»WM%k(o*.% ^^m^2m^mLtz 0 wmmi 2oom g j^T$(frai 

200mg~l 20 0mg)^l 200mg \^±M 0^14 1201mg~250 
0mg)^^M'tl3^H W»l(PACE4)^m *JgHW 
20 g?^ (pace 4 )fg^rai>^t.TO ^ Lfz. Q W 4 0 ^Wft, w^ft L 
TP ACE4& 1 0 n g/|ffi, 2 g/|ES^a^7Kl OO/i I TUB 1 0 0 

9(^Lfc 0 @tp, (A) (iig|gm*Sl 2 0 0m g aTSl^PACE4S4 
(B) itWM^l 2 0 0ragM^fi^/Tto ft*3, ^{SE^^ 
25 X(DBM&*m1r 0 UlCDi 5i-l 2 0 0 m g «TIHi^^TI±lliiiIlT«i: 

(Dmm%%m%j)^tcfr\ 1 2 0 0 m g y ±i-cii p a c e 4 

6j1S^0OC5 7B 1 •^^^(7) : tgP-ST^'l'^f|i^(L L/2)M££ 1 0 6 &B 
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W«L, 14 — 170 PfH^W U ^§B<£>^ (J®^m) #300—1 20 0mg(I 

4 0 HJf^W Lfcf£, 1 0 B m P A C E 4 -e$$f L/c 7°^ * =• y — y ^KffK-^r 2 5 
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Fragment Produced by said Enzyme 
<130> 661533 
<160> 1 

<210> 1 

<211> 10 

<212> PRT 

<213> Human Cancer Cell 

<400> 1 

Leu Val Arg lie Pro Leu His Lys Phe Thr 
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